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[57] ABSTRACT

This invention concerns processes for preparing 3-san-
talol, [-santalene, dihydro-8-santalol, tetrahydro-g8-
santalol and related compounds from camphene. The
invention further concerns novel compounds useful as
intermediates in these processes and as fragrance ad-
juncts.
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PROCESS FOR PREPARING
B-(3-EXO-HYDROXY-ENDO-2,3-DIMETHYL-2-
NORBORNYL)-PROPIONIC ACID o-LACTONE

This is a division, of application Ser. No. 877,759 filed
Feb. 14, 1978.

BACKGROUND OF THE INVENTION

Each Indian sandalwood oil is used in large quantities
by the perfume industry. High prices and a sometimes
sporadic supply of the oil have encouraged research

chemists to develop syntheses of various components of

the oil. One of the major components of the oil is 8-san-
talol which is known to possess a desirable sandalwood
odor. Cis-3-santalol is shown as structure I, wherein
R —=—CH;. Trans-B-santalol is shown as structure 1V,
wherein R=—CHj3. 8-Santalene, shown as structure 11,
wherein R=R!=—CH;3;, and dihydro B-santalol,
shown as structure 111, wherein R=—CH3, are known
minor components of East Indian sandalwood oil.

U.S. Pat. No. 3,662,008 describes a process for pre-
paring B-santalol from 3-methylnorcamphor. The pres-
ent invention describes novel processes for preparing
" B-santalene, cis- and trans-B-santalol, dihydro-8-san-
talol, tetrahydro-B-santalol (structure V, wherein
R=—CH3), and related compounds from camphene,
structure VI
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SUMMARY OF THE INVENTION

One object of the present invention is to provide a
process for preparing B-santalene and related com-
pounds. This novel process comprises the following
steps:

(1) preparing B-(2-exo-hydroxy-3,3-dimethyl-2-nor-
bornyl)-propionic acid ‘y-lactone and its endo 1so-
mer from camphene;

(2) treating the product of Step (1) with an acid to
cause rearrangement to pB-(3-exo-hydroxy-endo-
2,3-dimethyl-2-norbornyl)-propionic acid d-lac-
tone;

(3) reducing the product of Step (2) with a metal
hydride to form fB-(3-exo-hydroxy-endo-2,3-

dimethyl-2-norbornyl)-propanal-hemiacetal;

(4) reacting the product of Step (3) with an alkylidene
trisubstituted phosphorane; and

(5) dehydrating the product of Step (4) so as to pro-
duce said compounds.

2
Another object of the invention is to provide a pro-
cess for preparing cis-B-santalol and related com-
pounds. This process comprises the following steps:
(1) preparing (-(2-exo-hydroxy-3,3-dimethyl-2-nor-
5 bornyl)-propionic acid y-lactone and its endo 1so-
mer from camphene;

(2) treating the product of Step (1) with an acid to
cause rearrangement to f-(3-exo-hydroxy-endo-
2,3-dimethyl-2-norbornyl)-propionic acid d&-lac-
tone;

(3) converting the product of Step (2) to B-(2-endo-
methyl-3-methylene-2-norbornyl)-propanal; and

(4) reacting the product of Step (3) with an alkylidene
trisubstituted phosphorane, followed by treatment
with a strong base and then with formaldehyde so
as to produce said compounds.

It is a still further object of the invention to provide a
process of preparing trans-B-santalol and related com-
pounds. This process comprises the following steps:

(1) preparing B-(2-exo-hydroxy-3,3-dimethyl-2-nor-
bornyl)-propionic acid ‘y-lactone and its endo iso-
mer from camphene;

(2) treating the product of Step (1) with an acid to
cause rearrangement to [B-(2-exo-hydroxy-endo-
2,3-dimethyl-2-norbornyl)-propionic acid o-lac-
tone; . -

(3) converting the product of Step (2) to 8-(2-endo-
methyl-3-methylene-2-norbornyl)-propanal; |

(4) reacting the product of Step (3) with an anion
having the formula R-©CPO(OR2); CO;R]!
wherein R is H or lower alkyl and Rt and R* are
lower alkyl in order to produce an unsaturated
ester; and

(5) reducing the ester with a metal hydride so as to
prepare saild compounds.

It is another object of the invention to provide a
process for preparing dihydro-B-santalol and related
compounds which comprises preparing unsaturated
esters according to Steps (1)-(4) of the process for pre-
paring trans-S3-santalol and related compounds and then
reducing the esters with a metal hydride.

It is yet another object of the invention to provide a
process for preparing tetrahydro-8-santalol which com-
prises preparing the compound cis-8-santalol or the
compound trans-S3-santalol or a mixture thereof and
catalytically hydrogenating the compound or mixture.

A still further object of this invention is to provide
new compounds useful as intermediates in the processes
of this invention and as fragrance adjuncts.

A final object of this invention is to provide fragrance
compositions which comprise the novel compounds
described herein in an effective amount to impart fra-
grance thereto. | |

At least one of the above objects will be achieved in
at least one of the embodiments of this invention as
described more fully in the detailed description of the
invention and claims which follow.

DETAILED DESCRIPTION OF THE
INVENTION

Camphene (VI) can be converted to B-(2-exo-
hydroxy3,3-dimethyl-2-norbornyl)-propionic acid -
lactone and its endo isomer (VII) by several methods.
Reaction of camphene with manganese triacetate or
with haloacetic acids, e.g. chloroacetic acid, in the pres-
ence of alkali metal halides, e.g. potassium bromide,
provides lactone (VII) directly.
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Alternatively, camphene (VI) can be oxidized to
form 3,3-dimethyl-2-methyloxa-cyclopropane-bicyclo-
[2.2.1]-heptane (camphene epoxide, (VIII)) and the
epoxide then reacted with an anion which includes a
group which allows formation of a lactone or imino-lac-
tone type bridge, e.g. groups such as —CO;CH-
5,—C0CH3, and —CN, so as to finally produce VII.

Thus, peracid, e.g. peracetic acid, oxidation of cam-
phene (VI) provides camphene epoxide (VIII) as a mix-
ture of exo and endo isomers. Reaction of VIII with
anions having the formula ©CH>(XY) wherein Y is a
group allowing formation of a lactone or imino-lactone
type bridge and X is hydrogen or easily removable
group, e.g. —CO,CyHs, provides the intermediate lac-
tone IX which can be converted to VII. For example,
OCH(CO,C2H5): gives IX (wherein Y =—CO;,C,Hs)
which, upon heating with moist dimethyl sulfoxide
(DMSO), gives VII. Also, anions having the formula
OCH-,Y, wherein Y is a group allowing formation of a
lactone or imino-lactone type bridge, react with VIII to
provide VII. For example, ©CH;CO;©, generated
from acetic acid upon treatment with a strong base, e.g.
lithium diethylamide, reacts with VIII to yield VII.

These reactions can be shown schematically as fol-
lows:

=z O 0 =2°
> EES
Y
VI IX

VIl

NV S

¢§$()

VII

Lactone VII rearranges to B-(3-exo-hydroxy-endo-
2,3-dimethyl-2-norbornyl)-propionic acid o-lactone (X)
upon treatment with acids including proton-yielding
acids, e.g. formic acid, perchloric acid, trifluoroacetic
acid, sulfuric acid, polyphosphoric acid and hydrochlo-
ric acid, and Lewis acids, e.g. stannic chloride and
boron trifluoride etherate. Thus,

| -.-:-’-'0
_—
o O

VII X

Lactone X can be readily converted to 3-santalene
(IT, wherein R=R!=-—CH3) and its related compounds
(I1, wherein R and R! are H or lower alkyl, i.e. having
4 carbon atoms or less). Reduction of X with a metal
hydride, e.g. dusobutylaluminum hydride or lithium
triethoxyaluminum hydride, yields -(3-exo-hydroxy-
endo-2,3-dimethyl-2-norbornyl)-propanal-hemi-acetal
(XI). Reaction of XI with an alkylidene trisubstituted
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4

phosphorane, e.g. isopropylidene triphenylphospho-
rane, yields an endo-2,3-dimethyl-exo-2-(3-alkenyl)-exo-
3-hydroxy-bicyclo-[2.2.1]-heptane (XII, wherein R and
R! are H or lower alkyl). Alcohols XII upon reaction
with a dehydrating agent, e.g. thionyl chloride or phos-
phorous oxychlioride, in pyridine yield 1.

—
|%§l O LO m
X X1 o
R R
S é. ™
[{l
R! CH
11 XII

In order to prepare Q-santalene (II, wherein
R=R!=—CHj), XI is reacted with isopropylidene
triphenylphosphorane, generated by reacting an 1s0-
propyltriphenylphosphonium halide with a strong base,
e.g. dimsyl sodium, to prepare XII, wherein
R=R!=—CHj3and XII is dehydrated to yield 8-santa-
lene.

Alternatively, lactone X can be converted to 8-(2-
endo-methyl-3-methylene-2-norbornyl)-propanal (XIII)
by two routes. Transesterification and dehydration of X
to yield lower alkyl B-(2-endo-methyl-3-methylene-2-
norbornyl)-propionate (XIV) is accomplished by treat-
ment with a lower alkyl alcohol 1n a solvent, e.g. ben-
zene, containing an acid catalyst, e.g. p-toluenesulfonic
acid, boron trifluoride etherate, sulfuric acid or a cati-
onic exchange resin. Metal Thydride, e.g.
diisobutylaluminum hydride, reduction of ester XIV
provides aldehyde XIII.

In addition, aminolysis of X yields B-(3-exohydroxy-
endo-2,3-dimethyl-2-norbornyl)-propionamide  (XV)
which i1s dehydrated to 8-(endo-2-methyl-3-methylene-
2-norbornyl)-propionitrile (XVI). Reduction of XVI
with a metal hydride, e.g. diisobutylaluminum hydride,
provides aldehyde XIII.

This series of reactions can be depicted as follows:

;bO/ cout
— —
™~ O -

X X1V

\

>
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~-continued

CHO

XV

Aldehyde XIII can be converted to cis-B-santalol I,
wherein R=—CHj3) or its related compounds, (I,
wherein R is H or lower alkyl, 1.e. has 4 carbon atoms or

10

15

less). Aldehyde XIII can also be converted to trans-£- 20

santalol (IV, wherein R=—CH3) and its related com-
pounds (IV, wherein R 1s H or lower alkyl, i.e. has 4
carbon atoms or less). |

To prepare compounds having the structure I,
wherein R is H or lower alkyl, aldehyde XIII is reacted 2
with an alkylidene trisubstituted phosphorane folilowed
by treatment of the resulting product with a strong base,
and then with formaldehyde. Thus, to prepare cis-8-
santalol (I, wherein R——CH3), XIII is reacted with
ethylidene triphenylphosphorane, followed by sequen-
tial treatment with a strong base, e. g n-butyl hithium,
then with formaldehyde.

To prepare compounds having the structure IV,
wherein R i1s H or lower alkyl, aldehyde XIII 1s reacted
with an anion having the formula R-©CPO(OR?)-
»CO3R1, wherein R is H or lower alkyl and R! and R?
are lower alkyl so as to produce an unsaturated ester
having the structure XVII. Reduction of the ester with
a metal hydride yields the desired compounds 1V. Thus,
to prepare trans-8-santalol (IV, wherein R is —CH3),
X111 is reacted with the anion of triethyl a-phosphono-
propionate. This vyields ethyl 5-(2-endo-methyl-3-
methylene-2-norbornyl)-2-methyl-trans-2-pentenoate
(XV1l, wherein R —=—CH3 and R1=—C(;H;s). Reduc-
tion with a metal hydride, e.g. lithium aluminum hy-
dride, or aluminum hydride, yields trans-8-santalol.

H
L.'.{} .

XVII

Trans esters XVII or a mixture of cis and trans esters
may be converted to dihydro 8-santalol or related com-
pounds by metal hydride reduction of XVII with, e. .8
Iithium a]ummum hydride. Thus,
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XV1il

111

OH

Cis-B-santalol and its related compounds (I), trans-8-
santalol! and its related compounds (IV) or a mixture of
the two can be converted to tetrahydro compounds (V,
wherein R is H or lower alkyl) by catalytic hydrogena-
tion of I, IV or a mixture of the two, e.g. over platinum
oxide/sodium nitrile.

- ~ OH
| R
x 1O X
OH

\Y

Compounds X, XI, XIV, XV and XVI are novel
compounds. They are useful as intermediates in the
processes of the invention. Additionally, each of these
new compounds has a characteristic fragrance render-
ing these compounds useful as fragranch adjuncts either
alone or in compositions, €.g. perfume compositions,
containing an effective amount of the compounds to
impart fragrance thereto, e.g. an amount in the range
from about 0.1 to about 50% by weight, usually an
amount in the range 0.5-30% by weight.

Compound X is characterized by a weak, buttery

-odor with woody undertones; compound XI by a weak

woody odor; compound XIV by a woody odor reminis-
cent of qualacwood and sandalwood; compound XV by
a weak woody odor; and compound XVI by a strong
green, floral and fruity odor.

The following examples are set forth to more fully
define and illustrate the processes of the invention but
are not intended 1n any way to limit its scope.

EXAMPLE 1

Peracetic acid (114 g. of a 40% solution, saturated
with sodium acetate) was added to a mixture of cam-
phene (102 g.) and sodium carbonate (127.2 g.) in meth-
ylene chloride (900 ml.) with cooling such that the
temperature was between 5° and 25°.

After six hours, aqueous work-up, extraction with
methylene chloride and evaporation of the solvent gave
99.11 g. of a solid. Analysis by NMR (CDCh) 60 87
(6H,s,>C(CH3)'}), 2.63 and 2.73 |
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(2H. 2s. 72 \.CH>).

0.8-2.1 (8H,m) and IR (CCly)vmax 2940,1545,1460
cm~—! identified the product as 3,3-dimethyl -2-
methyloxa-cyclopropane-bicyclo-[2.2.1}-heptane (cam-
phene epoxide) having the structure:

(VII)

EXAMPLE 2

To a mixture of benzene (160 ml.), hexamethylphos-
phoramide (165 ml.) and diethylamine (88 ml.) was
added lithium shot (5.91 g.) and the mixture was stirred
with cooling in a water bath until all the lithium had
dissolved. Tetrahydrofuran (200 ml.) was added and the
solution cooled in an ice bath. Acetic acid (25.6 g.)
dissolved 1n tetrahydrofuran (50 ml.) was added gradu-
ally. The reaction mixture was then heated at 30° to 45°
for 0.5 hour. Camphene epoxide (56.06 g.) dissolved in
benzene (20 ml.) was slowly added to the reaction mix-
ture.

After refluxing for 22 hours, the solution was poured
into ice water and the product was extracted into aque-
ous base which was then acidified with sulfuric acid.
Extraction with benzene, evaporation of the solvent and
crystallization from petroleum ether gave 26.57 g. of
crystals m.p. 101°-2°, Analysis by NMR (CDCl3) 60.95
and 0.98

= |
6H2s, 7 '\ (CHj)s, 2.10-2.50 (2H,m, —CH>—CO),

0.95-2.10 (10H,m), and IR (CHCIl3) vmax 2940, 1760
cm—! identified the product as B-(a-exo-hydroxy-3,3-
dimethyl-2-norbornyl)-propionic acid y-lactone and its
endo isomer having the structure:

O (VI

—

EXAMPLE 3

Sulfuric acid (500 ml.) was cooled to —10° in an
ice-methanol bath. Then a mixture of pB-(2-exo-
hydroxy-3,3-dimethyl-2-norbornyl)-propionic  acid-y-
lactone and its endo isomer (25 g.) was added and the
mixture stirred vigorously for 45 minutes. Work-up
provided 11.8 g. of starting material and 9.9 g. of §-lac-
tone m.p. 90°-92°, NMR (CDCl3) 61.02
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| |
~-C—CH3) 1.27 (3H.s. —O—C—CH3)

(3H.s.

IR (CDCIl3) wvmax. 1735 cm~-! MS (m/e)
194,179,166,151. Analysis: Calcd. for Ci2H3072:; C;
74.19,H:9.34. Found: C;74.07, H; 9.28. This indicated
that the product was f-(3-exo-hydroxy-endo-2,3-
dimethyl-2-norbornyl)-propionic acid-é-lactone having
the structure:

(X)

EXAMPLE 4

To a solution of B-(3-exo-hydroxy-2,3-dimethyl-2-
morbornyl)-propionic acid-6-lactone (0.58 g.) in toluene
(50 ml.) was added dropwise diisobutylaluminum hy-
dride (0.85 g.) in toluene (4.3 ml.). After 1.25 hours, the
reactants were poured into a solution of acetic acid in
ice water (30 ml.) and the mixture stirred vigorously for
0.5 hour. Extraction with toluene and evaporation of
solvent yielded 0.60 g. of the lactol. NMR (CDCl3)
80.90 (3H,s,—CH3), 1.30

|
(3H,s, -—-O--(IZ-—CH_v,),

3.95 (1H,broad s,—OH), 5.15-5.48 (1H,t, > CH-OH). IR
(CHC3) vmax 3300,2950 cm—!. MS (mn/e) 196,178,153.
Analysis: Calcd. for Ci12H2007; C;73.42,H;10.27. Found:
C;73.82,H;10.45. This i1dentified the product as S-(3-
exo-hydroxy-endo-2,3-dimethyl-2-norbornyl)-propa-
nal-hemi-acetal having the structure:

(XI)

EXAMPLE 5

Sodium hydride (0.053 g., free of mineral oil) was
suspended 1n dimethyl sulfoxide (5 ml.} and the mixture
heated to 50°-70° until all of the sodium hydride was
reacted. Then the solution was cooled and isopropyltri-
phenylphosphonium iodide (0.951 g.) was added. Ater
0.25 hour at 25°, B-(3-exo-hydroxy-2,3-dimethyl-2-nor-
bornyl)-propanal-hemi-acetal (0.196 g.) was added.
After heating for 42 hours at 50°-55°, the reactants were
poured into water and extracted with petroleum ether.
Evaporation of the solvent and distillation of the resi-
due afforded 0.195 g. of an o1l, b.p. 95°-108°, 0.3 mm.
NMR (CDCl3) 60.88
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(3H.s, --(IZ—CH_;), 1.18(3H.s, —C(OH)—CH3), 1.60 and

CH;

-
77\

CH;

.68 (6H,2s, ), 4.95-5.27

0.9-2.6 (13H,m) IR (film) vmax 3450,2950,1420 cm—1.
MS (m/e) 222,204,179. This identified the product as
endo-2,3-dimethyl-exo-2-(4-methyl-3-pentenyl)-exo-3-
hydroxy-bicyclo [2.2.1] heptane having the structure:

OH

(XII, wherein R = R! = CHj3)

EXAMPLE 6

To a solution of phosphorous oxychloride (0.3 ml.) in
pyridine (2.2 ml.) cooled in an ice bath was added endo-
2,3-dimethyl-exo-2-(4-methyl-3-pentenyl)-exo-3-
hydroxy-bicyclo [2.2.1] heptane (0.170 g.) in pyridine
(1.5 ml.). After stirring for 17 hours, the solution was
poured 1nto ice water and extracted with ether. Evapo-
ration of the solvent and distillation of the residue gave
0.111 g. of an oil. b.p. 105°-110°, 5 mm. NMR
(CCly)61.03 (3H,s,—CH3) 1.59 and 1.65

|
(6H.2s, /" \\ (CH1)») 2.53-2.75 (IH,m,—CH—< ), 4.43 and

=0

1.0-2.2 (11H,m). IR (film) vmax 2980,1660,1460 cm—1,
MS (m/e) 204,189,161,122,94. This identified the prod-
uct as endo-2-methyl-exo-2-(4-methyl-2-pentenyl)-3-
methylene-bicyclo-[2.2.1]-heptane (3-Stantalene) hav-
ing the structure

4.69 (2H,2s, >= CHj), 4.87-5.26 (1H,m, —CH

X
S
(11, wherein R = Rl = —CH3)
EXAMPLE 7

A mixture of B-(3-exo-hydroxy-2,3-dimethyl-2-nor-
bornyl)-propionic acid-6-lactone (9.00 g.), p-toluenesul-
phonic acid (0.45 g.), ethanol (200 ml.) and benzene (150
ml.) was refluxed through a Soxhlet extractor contain-
ing sodium sulfate for 75 hours. Aqueous work up and
extraction with benzene, followed by evaporation of the

solvents and distillation of the residue gave the ester
(7.11 g) b.p. 105°-107°, 1.2 mm. NMR (CDCl3) 61.03
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10

(3H,s,—C—CHj).

1.1-1.4 (3H,t,J-7 Hz —CH,-CH3), 3.95-4.3 2H,q, J=7
Hz, -CH,-CH3), 4.53 and 4.80

2.57-2.78 (1H,m,—CH-=), 1.0-2.45 (11H,m). IR (film)
vmax 2940,1735,1650 cm— ! MS (m/e)
222.207,194,193,177. Analysis: Calcd. for Ci3H220.:
C;75.63,H;9.98. Found: C;75.69 H;9.98. This identified

the product as ethyl -(2-endo-methyl-3-methylene-2-

norbornyl)propionate having the structure
COsEt

x>

(X1V, wherein R = C;Hs)

EXAMPLE 8.

A mixture of 8-(3-exo-hydroxy-endo-2,3-dimethyl-2-
norbornyl)-propionic acid-8-lactone (0.40 g.), ammonia
(12 g.), ammonium chloride (0.1 g.) and methanol (10
ml.) was heated in a sealed reaction vessel at 100° for 94
hours. After cooling and partial removal of solvents, the
reaction mixture was poured into water and extracted
with chloroform. Evaporation of solvents, and crystalli-
zation from benzene/petroleum ether gave 0.27 g. of the

amide, m.p. 109°-110°. NMR (CDCl3) 60.83

I AN
(3H,s,—C—CH}3), 1.17 (3H,s,—C—CH}3)

OH

0.90-2.55 (12H,m), 2.25 (1H, broad s, —OH, exchanges
with D,0), 5.6-6.4 (2ZH, broad s,—NH;, exchanges
slowly with D>20). IR (CHCIl3)v max 3350, shoulder at
3500,2980,1660,1600 cm—1. MS (m/e) 211,193, Analy-
sis: Calcd. for Ci;pH1NO32: C;68.21,H;10.02,N;6.63.
Found: C;68.08,H;9.91,N;6.57. This identified the prod-
uct as S-(3-exo-hydroxy-endo-2,3-dimethyl-2-norbor-
nyl)-propionamide having the structure |

(XV)
CONH>

OH

EXAMPLE 9

A mixture of 8-(3-exo-hydroxy-endo-2,3-dimethyi-2-
norbornyl)-propionamide (0.74 g.) p-toluenesulfonyl
chloride (2.67 g.) and pyridine (40 ml.) was heated at
90°-100° for 21 hours. After cooling, the reactants were
poured into water and extracted with ether. Evapora-
tion of solvents and distillation of the residue gave 0.551
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g. of the nitrile. b.p. 73°-76°, 0.5 mm. NMR (CDCl;)
61.05 (3H,,—CHz3z), 10-2.6 (11H,m), 2.63-4.53
(1H,m,—CH—=) 4.48 and 4.33
3
(2H,2s, >=CH3).
IR (film) vmax 2960,2250,1660 cm—! MS (m/e) 10

175,160,146. Analysis:  Calcd. for Cy2H;7N:
C:82.23,H:9.78. Found C;82.00,H;9.80. This identified
the product as 8-(endo-2-methy!l-3-methylene-2-norbor-

nyl)-propionitrile having the structure
15

(XVI)
CN

> 20

EXAMPLE 10

To a solution of B-(endo-2-methyl-3-methylene-2-
norbornyl)-propionitrile (0.123 g.) in hexane (12 ml.)
cooled to —78° was added diisobutylaluminum hydride
(0.84 ml. of a 1 M solution in hexane) gradually. After
stirring for 1 hour at —78° and 0.5 hours at 0°, ether (15
ml.) and 109% acetic acid solution (10 ml.) was added
and the mixture stirred at 25° for 0.75 hours. After ex-
traction with petroleum ether (60°-90°), evaporation of
solvents and distillation of the residue, there was ob-
tained 0.109 g. of the aldehyde b.p. 78°-79° 1 mm, B-(2-
endo-methyl-3-methylene-2-norbornyl)-propanol hav-
ing the structure

25

30

33

(X11I)
CHO

x>

EXAMPLE 11 43

To a solution of ethyl 8-(2-endo-methyl-3-methylene-
2-norbornyl)-propionate (1.25 g.) in toluene (75 ml.)
cooled to —78° was added diisobutylaluminum hydride
(5.6 ml. of a 1 M solution in hexane) gradually. After
stirring in the cold for 3 hours additional
diisobutylaluminum hydrnide solution (0.6 ml.) was
added and after 20 minutes the mixture was poured into
5% acetic acid solution (30 ml.). Extraction with tolu-
ene, evaporation of solvents, and distillation of the resi-
due gave 0.90 g. b.p. 78°-79°, 1 mm. NMR (CCly) 61.01
(3H, s, —CH3) 1.0-2.6 (11H, m) 2.6-2.80

50
55

60

;
(IH,.m,-—CHA\<) 4.45 and 4.75 (2H.2s, >==CH3)

9.68-9.62 (1H, t., J=2 Hz). IR (film) vmax 2940, 2700,
1725 cm— 1. MS (m/e) 178, 163, 160, 145. This identified
the product as A-(2-endo-methyl-3-methylene-2-nor-
bornyl)-propanal having the structure

65

12

(X1i11)
CHO

X

EXAMPLE 12

To a suspension of ethyl triphenylphosphonium bro-
mide (1.436 g.) in tetrahydrofuran (10 ml.) was added
n-butyl lithium (1.7 ml. of a 2.3 M solution in hexane).
After 15 minutes, the solution was cooled to —78° and
B-(2-endo-methyl-3-methylene-2-norbornyl)-propanal
(0.709 g.) in tetrahydrofuran (8 ml.) was added drop-
wise. After 5 minutes at — 78", n-butyl lithium (2.3 ml.
of 2.3 M solution in hexane) was added gradually. After
stirrtng for 20 minutes at — 78°, the solution was placed
in an ice bath and excess formaldehyde was added. Next
day, the reaction mixture was poured into saturated
ammonium chloride solution (40 ml.) and extracted
with ether. Work-up and distillation of the residue gave

0.384 g. of B-santalol b.p. 110°-120°, 0.3 mm. NMR
(CCly) 61.05

|
(3H,s,—C—CHj3), 1.73 (3JH, broad s, =i ),
I OH

1.0-1.90 (9H,m) 1.95-2.3 (3H,m,CH; <_ ) and
OH

| /K
bridehead proton) 2.60-2.75 (1H,m,—CH./” \)

4.06 (2H,s,—CH>—OH) 4.62 and 4.90 (2H,2s, >=CH3)

IR (film) vmax 3330, 2940, 1660 cm—!, MS (m/e) 220,
202, 187. This identified the product as 5-(2-endo-meth-
yl-3-methylene-2-norbornyl)-2-methyl-cis-2-benten- 1-ol
(c1s B8-Santalol) having the structure

R
[
OH
(I, wherein R = —(CHjy)
EXAMPLE 13

To a suspension of sodium hydride (0.063 g. free of
mineral o1l) in dimethoxyethane (15 ml.) was added
triethyl a-phosphonopropionate (0.624 g.) in dime-
thyoxyethane (1 ml.). After the reaction with sodium
hydride was complete, the solution was cooled to 0° and
[3-(2-endo-methyl-3-methylene-2-norbornyl)-propanal
(0.591 g.) in dimethoxyethane (1 ml.) was added gradu-
ally. After 1 hour at 25° and 0.5 hours at 70°, the reac-
tion mixture was poured into water and extracted with
ether. Work-up and distillation of the residue gave 0.636

g. of the ester b.p. 120°-130° 0.3 mm. NMR (CCls) 61.02
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(3H,5,—(|3“—CH3), 1.01-1.28 (3H.t,J = 7THz,—CH>—CH3),

COR -

1.78 (3H,broad s, =< ),

CH:

1.0-2.4 (11H,m), 2.55-2.80 (lH,m',f-CH—< ),
3.9-43 2H.qJ = THy,

—CH,—CH3), 4.43 and 4.70 (2H,2s, ACHz),

6.43-6.84 (1IH,m, CH =< )
4 CO3R

10

5

IR (film) vmax 2980, 1705, 1650, 1475 cm—. This iden-

tified the product as ethyl 5-(2-endo-methyl-3-methy-
lene-2-norbornyl)-2-methyl-trans-2-pentenoate having
the structure | |

COsE!
R
-
(XV1l, wherein R = CH3 and Rl = —C>yHs)
EXAMPLE 14

To a solution of aluminum chloride (0.184 g.) in ether
(20 ml.) cooled to 0° was added lithium aluminum hy-
dride (0.158 g.). After 15 minutes, a solution of ethyl
5-(2-endo-methyl-3-methylene-2-norbornyl)-2-methyl-
trans-2-pentenoate (0.545 g.) in ether (1.5 ml.) was
added. After 45 minutes at 0°, the reactants were poured
into 3 N HCI (20 ml.) and extracted with ether. Work-
up and distillation of the residue gave 0.381 g. of trans-
B-santalol b.p. 125°-130°, 0.3 mm. NMR (CCly) 61.03

| CH3
(3H,s,—C—CH3), 1.62 (3H,broad s, \=£ ),
| OH

1.0-2.3 (12H,m),

N\
2.55 -2.78 (IH,m, /CH<) 3.85 (2H,s,—CH>—OH) 4.43 and

OH
4.70 (2H,2s, \<CH2) 5.1-5.5(1H,m,—CH=( )

IR (film) vmax 3330, 2960, 1660 cm—!. This identified
the product as 5-(2-endo-methyl-3-methylene-2-norbor-
nyl)-2-methyl-trans-2-penten-1-ol (trans-f3-santalol)
having the structure

\

(IV, wherein R = —CH3)

20
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EXAMPLE 15

A mixture of ti'ans-B_-santalol (0.239), platinum oxide
(0.050 g.), sodium nitrite (0.002 g.) and ethanol (10 ml.)
was shaken under a hydrogen atmosphere for 20 hours.

Filtration, evaporation of solvent and work-up gave
tetrahydro-B-santalol (0.257 g.). NMR (CCls) 60.73
(3H, s, —CH3), 0.83 and 0.93

N\
6H, 2d,2-CH—CH3

0.75-2.3 (17H, m), 3.25-3.53 (2H, d, —CH;—OH). IR
(film) vmax 3550, 2940, 1460 cm—1. MS (m/e) 224, 195,
177, 123. This identified the product as 5-(2-endometh-
yl-3-methyl-2-norbornyl)-2-methyl-2-pentan-1-ol  (tet-
rahydro-B-santalol) having the structure

OH

(V, wherein R = CH3)

EXAMPLE 16

To a suspension of lithium aluminum hydride (0.080
g) in dimethoxyethane (10 ml) was added ethyl 5-(2-
endo-methyl-3-methylene-2-norbornyl)-2-methyl-trans-
2-pentenoate (0.25 g) in dimethoxyethane (3 ml) and the
mixture was refluxed. Water (0.1 ml), 30% sodium hy-
droxide solution (0.1 ml) and water (0.3 ml) was added
sequentially. Filtration, evaporation of solvents and
work-up gave dihydro-B-santalol. NMR (CCls) 61.03
(3H, s, —CHj3), 090-092 @GH, d, J=7 Haz,
—CH—CHj3), 3.1-3.7 (2H, dd, J;1=7 Hz, J,=4 Hz,
—CH>—OH), 2.55-2.75 |

AN
(1H, m, CH—-< ),
| / N

0.85-2.4 (12H, m), 4.42 and 4.70 (2H, 2s, >=CH3). IR
(film) vmax 3350, 2960, 1660 cm—!. This identified the
product as 5-(2-endo-methyl-3-methylene-2-norbornyl)-
2-methyl-pentan-1-ol. (Dihydro-83-santalol) having the
structure

\ OH

(I11, wherein R = —CH3)

As will be obvious to one skilled in the art, many modi-
fications, variations, and alterations are possible in the
practices of the invention without departing from the
spirit and scope thereof.

We claim: = . | |

1. A method of preparing B8-(3-exo-hydroxy-endo-
2,3-dimethyl-2-norbornyl)-propionic acid . o-lactone

which comprises treating 3-(2-exo-hydroxy-3,3-dimeth-
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yl-2-norbornyl)-propionic acid 7y-lactone and its endo
isomer with an acid capable of effecting rearrangement
under suitable conditions of temperature and time.

2. A process of preparing compounds of the structure

xR

\ Ri

wherein R and R; may be hydrogen or lower alkyl
which comprises:

(a) preparing -(3-exo-hydroxy-endo-2,3-dimethyl-2-
norbornyl)-propionic acid d-lactone by the process
of claim 1;

(b) reducing the product of step (a) with a metal
hydride to form B-(3-exo-hydroxy-endo-2,3-
dimethyl-2-norbornyl)-propanal-hemi-acetal;

(c) reacting the product of step (b) with an alkylidene
trisubstituted phosphorane; and

(d) dehydrating the product of step (c) to form said
compounds.

3. A process of preparing compounds of the structure

A R

\ OH

wherein R is hydrogen or lower alkyl which comprises:

(a) preparing 3-(3-exo-hydroxy-endo-2,3-dimethyl-2-
norbornyl)-propionic acid 6-lactone by the process
of claim 1;

(b) converting the product of step (a) to B-(2-endo-
methyl-3-methylene-2-norbornyl)-propanal by
treating said product with a lower alkyl alcohol in
a solvent containing an acid catalyst to transes-
terify and dehydrate said product to lower alkyl
B-(2-endo-methyl-3-methylene-2-norbornyl)-pro-
pionate, and then reducing said propionate to said
propanal by contacting said propionate with metal
hydride; and |

(c) reacting the product of step (b) with an alkylidene
trisubstituted phosphorane and then treating the
resulting product with base, then formaldehyde; so
as to produce said compounds.

4. A process of preparing compounds of the structure

xR

\ OH

wherein R may be hydrogen or lower alkyl which com-
prises:
(a) preparing B-(3-exo-hydroxy-endo-2,3-dimethyl-2-
norbornyl)-propionic acid d-lactone by the process
of claim 1;
(b) contacting the product of step (a) with a reagent
selected from the group comprising ammonia,
amines -and metal amides to form B-(3-exo-

hydroxy-endo-2,3-dimethyl-2-norborny)-propiona-

16

mide, dehydrating said propionamide to form f3-
(endo-2-methyl-3-methylene-2-norbornyl)-pro-
pionitrile, and contacting said propionitrile with
metal hydride to form B-(2-endo-methyl-3-methy-
5 lene-2-norbornyl)-propanal; and
(c) reacting the product of step (b) with an alkylidene
trisubstituted phosphorane and then treating the
resulting product with base, then formaldehyde, so
as to produce said compounds.

10 5. A process of preparing compounds of the struc-
ture:
R
15 ##f#ﬁhﬁlj:
OH
H
»o Wherein R may be hydrogen or lower alkyl which com-
prises preparing compounds of the structure
™R
25
A OH
according to the processes of claim 3 or of claim 4 and
30 then catalytically hydrogenating said compounds.
6. A process of preparing a compound having the
structure:
35
. o o
40
which comprises:

(a) preparing (-(2-exo-hydroxy-3,3-dimethyl-2-nor-
bornyl)-propionic acid 7y-lactone and its endo iso-
mer from camphene by oxidizing camphene to

45 form camphene epoxide and then reacting cam-
phene epoxide with an anton having the formula
OCHXY wherein X may be hydrogen, ester, nitrile
or carboxylate anion and wherein Y may be ester,
nitrile or carboxylate anion; and

so (b) treating the product of step (a) in accordance with
the process of claim 1.

7. A process of preparing a compound having the

structure

35

60 O =0

which comprises:

(a) reacting camphene with manganese triacetate or a
haloacetic acid in the presence of an alkali metal
halide; and

65
- (b) treating the product of step (a) in accordance with

the process of claim 1.
' x * * * - -
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